Microscopically they are glandular in structure ( fig. 2 ). Numerous tubules are seen, some in vertical, others in horizontal section. Those seen cut across transversely are lined by columnar cells which surround the lumen. The tubules are supported by connective tissue which is rich in blood-vessels. Blood spaces are noticable also at the margin of the growth. There is no tendency to infiltrate the liver, on the contrary the tumours are sharply outlined. The whole structure resembles somewhat the renal cortex, except for the absence of glomeruli. The condition is clearly one of adenoma arising from the bile canaliculi, in that it is a tubular adenomna of the liver and apparently congenital. It is an example of a condition of extreme rarity. I am indebted to Dr. F. E. Batten for permission to show this specimen. Epidemic Catarrhal Jaundice.
By LEONARD GUTHRIE, M.D. SPORADIC cases of catarrhal jaundice in children are not uncommon, especially in the winter months, and they occur more frequently in some seasons than in others. Hence if one sees a few more cases than usual in cold weather, the fact may be regarded merely as a coincidence. The idea that an epidemnic of catarrhal jaundice is prevalent, and that the disease may be communicable by one patient to another, does not readily assert itself. More commonly catarrhal jaundice is regarded as an individual ailment, and attributed to "a chill on the liver," to gastroduodenal catarrh, or to immoderate indulgence at table. When, however, one meets with a number of cases of jaundice in the same district, and when two or more members of the same family are affected at or about the same time, one is bound to presume that some cause of infection common to all is at work; in other words, that one is in the presence of jaundice in an epidemic form.
Had it not been for the presence of the circumstances mentioned, I should hesitate to describe the small number of cases of catarrhal jaundice-only ten in all-which I met with last winter as instances of epidemic catarrhal jaundice. The ten cases of jaundice to which I refer all occurred during the months November, December, 1911, and January 1912. Eight of them were in the contiguous districts of Paddington, Kilburn Park, Harrow Road, and St. John's Wood, and two were in Walthamstow. Seven of the patients were female and. three were male; their ages varied between 3 and 11 years. In three instances more than one member of the same fanlily were affected. In one family, two.sisters; in another, two sisters and one brother; and in a third a brother and sister became jaundiced within a fortnight to three months of each other. Thus, seven of the patients were related as brothers or sisters. The remaining three cases were sporadic, and unrelated to each other.
The jaundice.was deep in all cases, and associated with clay-coloured stools and bilirubinuria. The average duration was three to four weeks, but in one case it only lasted a week. The icterus was ushered in by malaise, languor, and sometimes drowsiness; the temperature was usually slightly raised (990 to 1i)0 F.). Anorexia was the rule, but in one case the appetite was said to be voracious, especially for eggs. Vomiting occurred in two cases; vomiting and diarrhcea in one; vomiting and constipation in another. In one case complaint was made of itching. Bradycardia was not observed in any. The lowest pulse-rate recorded was 66 in one case; as a rule it varied between 72 and 96.
A pulse of 120 to 130 was noted in two cases, whilst the temperature was elevated.
The liver was enlarged in six cases, and greatly so in four; in these it extended to within 1 in. or 1L in. of the umbilicus; it was smooth in all cases, and not tender in any. As soon as bile appeared in the stools, and disappeared from the urine, the liver slowly subsided, and became normal in size in from one to two weeks. The four cases in which no hepatic enlargement was noted were only seen when the patients were convalescent.
The exact interval which elapsed between the onsets of jaundice in different members of the same family could not in all cases be determined. In one family a girl became jaundiced exactly a fortnight after her sister. In another family a girl became jaundiced on December 4, and her brother on December 16, 1911. Their elder sister, aged 11 years, had had jaundice some time in the previous November. In the third family, a boy, aged ,6 years, was jaundiced in November, 1911, and his sister, aged 3 years, became so on January 9, 1912. Apparently all cases began with definite malaise, and probably some slight pyrexia, but none of the patients was seriously ill at any time. In this respect there was no difference between the sporadic and the other cases. The hepatic enlargement was as marked in the former as in the latter. In one of the sporadic cases it extended to within 1 in., in another to within 1J in. of the umbilicus, and in the third it could be felt 1 in. below the ribs. In two of the familial cases the liver reached to within 1 in. of the umbilicus, and in all the rest it was more or less enlarged. There seems no reason to doubt that the sporadic cases were of the same nature as those which occurred in families. No relapses occurred in any of the cases, and recovery was uneventful.
Epidemics of catarrhal jaundice have been recorded in many parts of the world. For a full bibliography and complete account of such, reference may be made to an important paper, "Catarrhal Jaundice, Sporadic and Epidemic, and its Relation to Acute Yellow Atrophy of the Liver," by E. A. Cockayne.' I must express my indebtedness to this paper for many of the facts mentioned in my own. I wish to mention specially epidemics which have occurred in our own country, and draw attention to the fact that they have been particularly prevalent here during the past three years. Dr. Cockayne's earliest reference is to an epidemic in 1852, almost confined to children living in Birmingham or its neighbourhood, and lasting from September to November. Montagu Champneys described one in East Sussex in 1861, which, affected eighteen individuals of all classes, whose ages ranged from 8 to 17 years. In 1863 at least 300 people, both children and adults, were affected at Rotherham; and small outbreaks in all parts of the country have been especially numerous in 1894, 1901, 1910, 1911-12. In the British MIedical Journal (vol. ii, 1911) 2 reports of small epidemics of catarrhal jaundice are given by C. H. Miles (Stantonbury, Bucks), July to August, 1911; by R. F. Campbell (Wark-on-Tyne), winter, 1909-10; Eva McCall (Cambridge), winter, 1909-10; W. Brown Holderness ('Windsor), October, 1911; Whitaker (Evershot, Dorset), November, 1910, and May, 1911 . These epidemics are not mentioned by Dr. Cockayne, but he records an attack of jaundice experienced by himself, which he attributes to infection from a servant who waited upon him, and who herself suffered from catarrhal jaundice. Fowler, of Ellon (East Aberdeenshire), witnessed an epidemic in autumn, 1911. Ralph Poignaud 3 met with ten cases in children, aged 6 to 12 years, in Suffolk. Gale, of Sheffield, attended a brother and two twin sisters, who were attacked by jaundice in September and October, 1910. D. H. Vickery, in the British Medical Journal for October 5, in this Quart. Journ. Med., Oxf., 1912, vi, pp. 1-29. year,1 gives an account of several cases, which occurred in scattered villages in the neighbourhood of Cheriton Fitzpaine, Devon.
In the Stantonbury epidemic, children aged between 4 and 12 years were attacked. The duration of jaundice was short, there were no relapses, and no history of catarrhal gastritis. The obstruction was incomplete for the motions contained bile. Constipation was severe. Pruritus and bradycardia were absent. At Wark-on-Tyne fifteen cases occurred within an area of seven miles. In inore than one house two children, and in one house three, were simultaneously affected. The patients were from 4 to 12 years of age, but one was a girl aged 16 years. Her two younger brothers were jaundiced at the same time. At Cambridge seven young children and two lads aged 15 years were attacked. In two instances two members of the same family suffered from jaundice. At Windsor seven cases occurred in a girls' school after the girls had taken a walk on a cold, wet day. Malaise and vomiting followed by jaundice were the chief symptoms. In two cases the liver was enlarged, and in one it was greatly so. At Evershot (Dorset) fourteen cases of jaundice occurred in three villages, between November, 1910, and May, 1911 . The patients' ages were from 6 to 30 years. The worst cases were in adults, who suffered from severe epigastric pain and vomiting. The liver was slightly enlarged. The duration of jaundice was from a week to ten days. Guthrie: Epidemic Gatarrhal Jaundice the scene. Relapses are common, and in some cases a remarkable urinary crisis attended by polyuria and excessive excretion of urea takes place on the seventh or ninth day' (Kelsch) . The mortality varies from 10 to 60 per cent. Post mortem, the changes are those of acute yellow atrophy of the liver, or extreme fatty degeneration with diffuse hepatitis and leucocytic infiltration near the portal spaces. AEtiologically, Weil's disease has been traced to contaminated food or water. In some cases the Bacillus proteus fluorescens has been found in the urine and internal organs of patients. Jaeger also found it in ducks which were dying of jaundice on the same water which had been drunk by human sufferers from the same disease. The jaundice is at first acholuric or haemolytic, like that experimentally produced by toluylenediamine. Later, bile appears in the urine and disappears from the stools.
In this country epidemics of catarrhal jaundice have always been mild in character. No deaths have occurred, but in other countries fatalities have occasionally been recorded: 161 deaths occurred in a total of 22,569 cases amongst the Federal troops of America; Kissel. in the Moscow epidemic, found six fatal cases out of ninety-six cases in children aged between 2 and 4 years. The liver was enlarged in the first four cases, and the spleen in the first two. The liver showed proliferation of the epithelium of the hepatic ducts and proliferation of the bile-ducts themselves at the periphery of the liver lobules. The liver cells in the centre of the lobules were necrosed, and all showed fatty degeneration. In all the fatal cases there were severe nervous symptoms, loss of consciousness, great restlessness, universal twitchings of muscles, and disturbance of heart's action and respiration. In the epidemic in Saxony, nine out of 313 cases died. The patients in seven of the fatal cases were aged from 4 months to 12 years, and two were 60 and 68 years old respectively. In one of the fatal cases the symptoms and state of the livers resembled those of acute yellow atrophy.
From the description given by Cockayne of outbreaks abroad it is obviously very difficult to distinguish between epidemics of infectious jaundice and those of epidemic catarrhal jaundice. The *diseases resemble each other in symptoms and morbid anatomy; fatal cases of either are hardly to be distinguished in these respects from acute yellow atrophy or from fatal cases of sporadic jaundice (so-called). Dr. Cockayne cites many instances in which acute yellow atrophy of the liver has affected more than one rmember of families, and has occurred with such frequency, especially among pregnant women, as to suggest the prevalence of a specific cause. In the case of Weil's disease the infection is probably due to the ingestion of contaminated water and food, but may be due to some biting insect. It is essentially a filth disease, and is chiefly confined to the districts round the Mediterranean Sea, whereas epidemic catarrhal jaundice occurs all over the world. In the case of epidemic catarrhal jaundice and sporadic jaundice the cause is unknown, but there is every reason for supposing them to be due to some unknown organisms widely spread, and capable of giving rise to an infective hepatitis. Dr. Cockayne believes the infection to be air-borne, and not, as in Weil's disease, conveyed by food or water. It appears to be most infectious at the time of invasion and not in later stages.
Acute yellow atrophy Cockayne regards as due, in the great majority of instances, to the same unknown organisms acting upon a liver weakened by some temporary strain, such as pregnancy, or having some inherent weakness. This explanation also covers the cases of post-anesthetic fatalities with jaundice in which the symptoms closely resemble those of acuate yellow atrophy, and the pathological changes are of the same nature, although fatty degeneration is more prominent than necrosis of hepatic cells.
The term " catarrhal jaundice," if implying that it is simply-due to gastro-duodenal t,atarrh, the result of chill or over-eating, is, perhaps, misleading. The assumption that catarrhal jaundice is always the result of mechanical obstruction of the ductus communis by a plug of inspissated mucus may be incorrect. Blockage of the main duct, as, for instance, by a gall-stone, does not produce such great enlargement of the liver as was present in some of my own series of cases.
It seems more probable that epidemic jaundice, whether in the severe form known as Weil's disease or in its milder form called catarrhal jaundice, epidemic or sporadic, consists of examples of acute diffuse hepatitis produced by organisms or toxins which may not be the same in all cases. Blockage of the main duct may be secondary to hepatitis, descending and not ascending the duct. C. H. Miles attributed the Stantonbury epidemic, which has been mentioned, either to pneumococcal infection or to invasion by some oral germ. He was able to exclude ptomaine poisoning as the cause, and the milk, water supply, and drains in the neighbourhood were above suspicion. The influenza bacillus has been blamed by some (Meinert, Briinler, and Bonome), and has actually been found by the last named in the blood, spleen, and liver of two children in whom acute yellow atrophy of the liver, together with the Bacillus coli, were found after death. But, as Dr. Cockayne remarks, there seem to be no good grounds for regarding catarrhal jaundice as a form of influenza. Cockayne refers to the possible relationship or analogy between mumps and catarrhal jaundice. The metastases which occur in mumps, and the fact that other glands, such as the testis and pancreas, may be affected, with or without involvement of the parotid, suggest that the infection reaches the parotid or other glands by the blood-stream. In mumps it is possible that the blockage of Stenson's duct may be secondary to inflammation of the parotid itself, and in jaundice the obstruction of the bile-duct may be secondary to hepatitis.
I am indebted to Dr. F. E. Batten for an interesting observation on the association between mumps and catarrhal jaundice in the wards of the Hospital for Sick Children, Great Ormond Street. A nurse in one of the wards developed mumps on December 1, 1911. Between December 7 and December 10 six children in her ward also contracted mumps. On January 2, 1912, another nurse employed in the same ward became feverish, vomited, and developed jaundice on January 8, which lasted till January 17, but she did not contract mumps. A third nurse developed mumps on December 10, 1911, and also suffered from very severe abdominal pain and vomiting, which Dr. Batten attributed to pancreatitis. He is inclined to regard pancreatitis as the connecting link between mumps and jaundice in these cases.
I have already alluded to the Evershot epidemic of catarrhal jaundice in which severe epigastric pain and vomiting were prominent symptoms in adults, and were perhaps due to pancreatitis. Further investigations are needed as to the prevalence of mumps and epidemic catarrhal jaundice at the same time. The connexion does not seemn obvious, yet it is possible that mumps, acute pancreatitis and hepatitis (catarrhal jaundice) may sometimes be allotropic examples of one and the same affection.
The occasional association of jaundice with specific fevers, such as intermittent, remittent, relapsing, typhus, enteric fever, diphtheria, and scarlatina, has been observed. Three cases of pancreatitis with jaundice in scarlatina, and one in diphtheria, have been recorded in the Lancet, November 9, 1912, by W. L. Goldie,1 who refers to another case described by Sidney Phillips, of jaundice in a patient suffering from scarlet fever, I Lancet, 1912 I Lancet, , ii, p. 1295 at SAGE Publications on June 21, 2016 jrs.sagepub.com Downloaded from who also had parotitis and abdominal symptoms suggestive of pa;ncreatitis. The parotitis occurring in specific fevers is, however, probably not due to the specific infection of mumps. Whether jaundice in such cases is toxaemic, or due to a specific hepatitis, or dependent on obstruction to the hepatic duct by swelling of the head of the pancreas, is undecided. The jaundice in infectious fevers is usually described under the heading "Toxemic," but Roberts (" Practice of Medicine"), and Sidney Phillips both incline to the view that it results from obstruction.
The chief points to which attention is drawn in this paper are:
(1) That mild epidemics of so-called catarrhal jaundice have been specially prevalent in this country during the past three years.
(2) That althougb mild in character hitherto, it is possible that at any time they might become more formidable.
(3) That catarrhal jaundice must be regarded as due to an acute hepatitis resembling mumps in some particulars.
(4) The prognosis in any given case of jaundice in children, whether apparently sporadic or occurring in the course of epidemics, must be guarded; for we have no means of knowing whether it will run a mild and normal course, or terminate as a case of acute yellow atrophy of the liver.
Finally, the question asked by the mother of one of my patients, " Is jaundice catching ? " can no longer be answered in the negative, as I think it would have been some years ago.
DISCUSSION.
Dr. H. D. ROLLESTON'S impression was that epidemic catarrhal jaundice was not a specific disease or due to one form only of infection, but that, like bronchitis or a common cold, it might be due to several micro-organisms. In some cases it appeared from the agglutination reactions to be due to Bacillus typhosuts, and this might occur without any other clinical evidence of typhoid fever-in fact, a local typhoidal infection of the bile-ducts. In some instances the jaundice might be due to epidemic gastro-duodenitis causing catarrhal obstruction in the biliary papilla; in others, again, to epidemic pancreatitis allied to or complicating mumps; and in others to hepatitis. The uncertainty of the prognosis-namely, the usually mild character with occasional death from icterus gravis-was at least compatible with a varied aetiology.
Dr. E. W. GOODALL expressed his regret that this paper came at the end of the meeting, as it raised important questions, not only in regard to aetiology, but in clinical medicine. He did not agree with Dr. Rolleston in regard to the D-3b aetiology. He had not had experience of jaundice in epidemic form, but he was acquainted with the literature of the subject, and even this paper did not exhaust the list of the epidemics of jaundice, catarrhal and other. He believed there was a specific fever of which the chief symptom was jaundice, but what relationship that had to Weil's disease was a matter for investigation. He had been interested to hear that Dr. Guthrie's cases occurred in London last winter, for though he had been for years on the look-out for cases of infective jaundice, not till last winter had he met with any. During that season he noticed that there were more cases of jaundice in his wards than he had been accustomed to meet with. Between October and March he had observed fifteen cases, but in only one group was there evidence of infection. A boy admitted with scarlet fever developed jaundice and fever two days after admission. During the next few weeks three other cases occurred in the ward.
He had never seen that before. The cases were all slight; sometimes it was necessary to look for the jaundice, and sometimes it was better recognized by the colour of the urine than of the skin. He very much doubted whether there was any connexion between epidemic jaundice and mumps. It was recognized that acute pancreatitis, with or without jaundice, might be one of the complications of mumps; and just as orchitis might be the only manifestation of mumps, so might pancreatitis. A case similar to that of the nurse which had been mentioned by Dr. Guthrie had been recorded by Dr. Gordon Sharp as occurring in the Leeds epidemic of mumps of some three or four years ago.
Dr. JEWESBURY mentioned a case he had heard of lately of a breeder of bull-terriers who had taken a new house and put one of his dogs into the stable, which had been disused for some time. After the dog had been there a short time it developed slight jaundice, but recovered. Subsequently other dogs of the same breed were put there, and they also developed jaundice. It was then discovered that the drainage of the stable was very defective. After the drains had been put right there was no more jaundice among the dogs which were housed there. It seemed that there had been a definite infection causing the jaundice, possibly air-borne, in the way which Dr. Guthrie had suggested.
